It is currently unknown if sex differences exist in the cardiovascular consequences of the 23 inspiratory muscle metaboreflex. We hypothesized that the activation of the inspiratory muscle 24 metaboreflex will lead to less of an increase in mean arterial pressure (MAP) and limb vascular 25 resistance (LVR) and less of a decrease in limb blood flow (Q L ) in women compared to men.
26
Twenty healthy men (n=10, 23 ± 2 yrs) and women (n=10, 22 ± 3 yrs) were recruited for this 27 study. Subjects performed inspiratory resistive breathing tasks (IRBTs) at 2% or 65% of their also evidence that the inspiratory muscle metaboreflex is tonically-active during severe-intensity 53 exercise in young men. Harms et al (1997) showed that by unloading the inspiratory muscles
54
(via a proportional assist ventilator) during maximal cycling exercise, LVR decreased ~7% and
55
V O 2leg /V O 2tot increased ~10% compared to control (13). Therefore, the inspiratory muscle 56 metaboreflex leads to neural and cardiovascular consequences during severe-intensity exercise.
57
Sex differences exist in airway size and respiratory mechanics during exercise. For 58 example, women have smaller airways compared to men matched for lung size (31), which is 59 associated with the development of expiratory flow limitation during exercise (12, 36).
60
Consequently, women have a higher work and cost of breathing for a given ventilation (8, 12).
61
Despite the greater work of breathing, women exhibit less diaphragmatic fatigue compared to 62 men (11). Due to the greater work/cost of breathing in women compared to men, it has been 63 suggested that women have an exaggerated inspiratory muscle metaboreflex, consequently 64 leading to greater Q L redistribution away from the exercising locomotor muscles. decrease in Q L in pre-menopausal women compared to age-matched men.
78

Methods
79
Subjects: Physically-active adults between the ages of 18-35 years were recruited for this project 80 (n=20; 10 men, 10 pre-menopausal women). All subjects completed a detailed medical health 81 history questionnaire prior to entering the study and had normal pulmonary function as assessed 82 by pulmonary function tests (PFTs). Exclusion criteria included smoking history and/or existence 83 of acute and/or chronic cardiovascular, pulmonary, or metabolic diseases. Pre-menopausal 84 women were tested during the follicular phase (days 0-7) of their menstrual cycle as reproductive 85 hormones have been shown to influence cardiovascular function and autonomic control (27) . All 86 women were normally menstruating for at least the past 6 months. All subjects refrained from Statistics: SigmaStat (Janel Scientific Software, Chicago, IL) was used for statistical analysis. analysis was performed to determine where significant differences existed. 
13
Importantly, these sex differences were still present when maximal inspiratory pressure was 269 matched, consistent with previous investigations of the skeletal muscle metaboreflex (9) . 
Significance and Perspectives
302
In the present study, it was found that women exhibit a blunted inspiratory muscle 303 metaboreflex compared to age-matched men. In addition, the attenuated cardiovascular 304 consequences were still present when maximal inspiratory pressures were matched. Future 305 studies should examine if sex differences in the inspiratory muscle metaboreflex occur during 306 severe-intensity exercise and if sex differences exist in baroreflex sensitivity with metaboreflex 307 activation.
308
Competing interests: The authors declare no competing interests. 
